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1 . This International Searching Authority 
(i) considers that there are . 



.(number of) inventions claimed in the international application covered 



by the claims indicated >$&B$w7on the extra sheet: 



and it considers that the international application does not comply with the requirements of unity of invention 
(Rules 13.1, 13.2 and 13.3) for the reasons indicateoXfciJOw/on the extra sheet: 



(") E has carried °ut a partial international search (see Annex) Q will establish the international search report 

on those parts of the international application which relate to the invention first mentioned in claims Nos.: 
see annex 

(iii) will establish the international search report on the other parts of the international application only if, and to the extent 
to which, additional fees are paid 

2. The applicant is hereby invited, within the time limit indicated above, to pay the amount indicated below: 



ETTR 94^,00 



Fee per additional invention 



number of additional inventions 



total amount of additional fees 



Or, . 



The applicant is informed that, according to Rule 40.2(c), the payment of any additional fee may be made under protest, 
i.e., a reasoned statement to the effect that the international application complies with the requirement of unity of invention 
or that the amount of the required additional fee is excessive. 



3. (3 Clairn(s) Nos. 



.q^^ — annej<- 



_ have been found to be unsearchable under 



Article 1 7(2)(b) because of defects under Article I7(2)(a) and therefore have not been included with any invention. 
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European Patent Office, P.B. 5818 Patentlaan 2 
/fill Nl --2280 HV Rijswijk 

SUll Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Authorized officer 
Jaap Hurenkamp 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1-21; 37-40,41-44 partially 

A stealthy polymeric biodegradable nanosphere comprising a 
polyester-polyethylene multiblock copolymer, use thereof for 
the preparation of a medicament, a method for delivering a 
pharmaceutical compound into a mammal by administration 
thereof, and method for preparation thereof. 



2. Claims: 22-28 

A polyester-polyethylene multiblock copolymer of formula 
(III): AB A-B 9 -( ABA-B * )n-ABA (III), wherein A is a polyester, 
B is a polyethylene, B' is a dicarboxylic polyethylene and 
n>= 2. And a method for preparing the polyester-polyethylene 
multiblock copolymer of formula III. 



3. Claims: 29-36 

An improved method for preparing a PLA-PEG-PLA multiblock 
copolymer of formula (I): ABA-(c-ABA)n-c-ABA (I), wherein 
ABA is a PLA-PEG-PLA tri block, c is a carboxylic diacid, and 
n>= 2. 



4. Claims: 41-44 partially 

Method for preparing a stealthy polymeric biodegradable 
nanospheres from an emulsion, comprising the steps of (i) 
preparing an organic internal phase comprising a 
pharmaceutical compound and a blend of polymers and a 
polyester; (ii) preparing an aqueous external phase; (iii) 
injecting both phases into a homogeni zation chamber having 
an outlet; (iv) evaporating and/or extracting the phases of 
step (iii); collecting the stealthy polymeric nanospheres by 
centrifugation or dialysis. 



The problem to be solved by the present application is a need for new 
stealthy polymeric biodegradable nanosphere compositions and polymers for 
synthesizing the same. 

The solution proposed by the applicant is a stealthy biodegradable 
polyester-polyethylene multiblock copolymeric nanosphere. 

A second solution proposed by the applicant is a polyester-polyethylene 
multiblock copolymer of formula (III): ABA-B , -( ABA-B* )n-ABA (III). 

A third solution proposed by the applicant is an improved method for 
preparing a polyester-polyethylene multiblock copolymer of formula (I): 
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ABA-(c-ABA)n-c-ABA (I), wherein ABA is a PLA-PEG-PLA tri block. 

A fourth solution proposed by the applicant is a method for preparing a 
stealthy polymeric biodegradable nanospheres comprising a blend of 
polymers and a polyester; 

The idea to use polyester-polyethylene multiblock copolymeric nanospheres 
is already known from the following prior art documents: 

Dl: US6139870 (see whole document) discloses nanospheres comprising a 
PLA-PEG diblock copolymer and an anticancer agent. 

D2: US5683723 (see whole document) discloses stealthy biodegradable 
nanospheres comprising a PLA-PEG diblock copolymer. 

D3: W00112718 (see page 4, paragraph 4 - page 5, paragraph 1; page 5, 
last paragraph - page 6, paragraph 3; page 8, paragraph 2; page 10, 
paragraph 2, examples 10, and 11) discloses polymeric micelles of 
PEG-PLA-PEG or PEG-PLD0-PEG triblock copolymers and anticancer drugs. 

D4: XP000783648 (see whole document) discloses nanospheres of PLA-P0E-PLA 
triblock copolymer and progesterone. 

D5: XP002257858 (see page 232, right-hand column, paragraph 3 - page 233, 
left-hand column, paragraph 2; page 235, left-hand column, last paragraph 
- right-hand column, paragraph 1) discloses nanospheres of 
polycaprolactone-PEG-polycaprolactone triblock copolymers and clonazepam. 

D6: (see whole document) XP002257860 discloses nanospheres comprising 
PLA-PEG copolymer and an anticancer drug. 

The idea to use polyester-polyethylene multiblock copolymeric nanospheres 
could no longer function as a special technical feature, and therefore as 
a single general inventive concept. In the present application, no 
further technical feature can be distinguished that can be regarded as a 
"special technical feature" involved in the technical relationship among 
the different inventions. Each of the invention listed above is a 
distinct invention, characterized by its own technical feature, defining 
the contribution which each of the claimed inventions, considered as a 
whole, makes over the prior art. 

The application relates to a plurality of inventions, or groups of 
inventions, in the sense of Rule 13.1 PCT. They have been divided as 
defined above. If the applicant pays additional fees for one (or more) 
not yet searched group(s) of invention(s) , then the further search(es) 
may reveal further prior art that gives evidence of a further lack of 
unity 'a posteriori' within one (or more) of the not yet searched 
group(s). In such a case only the first invention in this (each of these) 
group(s) of inventions, which is considered to lack unity of invention, 
will be the subject of a search. 

No further invitation to pay further additional fees will be issued. This 
is because Article 17(3)(a) PCT stipulates that the ISA shall establish 
the International Search Report on those parts of the international 
application which relate to the invention first mentioned in the claims 
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('main invention') and for those parts which relate to inventions in 
respect of which the additional fees were paid. Neither the PCT nor the 
PCT guidelines provide a legal basis for further invitations to pay 
further additional search fees (W17/00, point 11 and Wl/97, points 
11-16). 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 206 



Continuation of Box 3. 



Although claims 21 and 37-40 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the 
alleged effects of the composition. 



COMMUNICATjtttaELATING TO THE RESULTS I "j^fcf™' Application No 

OF THE PAF^^INTERNATIONAL SEARCH WfCA 03/00499 



2 



1. The present communication is an Annex to the invitation to pay additional fees (Form PCT/ISA/206). It shows the 
results of the international search established on the parts of the international application which relate to the invention 
first mentioned in claims Nos.: 

OTU see ' Invitation to .pay additional fees' . 11L 

2. This communication is not the international search report which will be established accordina to Article 18 and Rule 43. 


3.If the applicant does not pay any additional search fees, the information appearing in this communication will be 
considered as the result of the international search and will be included as such in the international search report. 


4. If the applicant pays additional fees, the international search report will contain both the information appearing in this 
communication and the results of the international search on other parts of the international application for which such 
fees will have been paid. 


C DOCUMENTS CONSIDERED TO BE RELEVANT 




Citation of document, with indication.where appropriate, of the relevant passages 


Relevant to claim No. 


X 


US 6 139 870 A (VERRECCHIA THIERRY) 
31 October 2000 (2000-10-31) 

the whole document 


1-3, 
13-17, 
19-21, 
37-39 


X 


US 5 683 723 A (BAZILE DIDIER ET AL) 
4 November 1997 (1997-11-04) 

the whole document 


1-3, 

13-21, 

37-39,41 


X 


W0 01 12718 A (SE0 MIN HY0 ;CH0I IN OA 

(KR); SAMYANG CORP (KR)) 

22 February 2001 (2001-02-22) 

page 4, paragraph 4 -page 5, paragraph 1 
page 5, last paragraph -page 6, paragraph 
3 

page 8, paragraph 2 

page 10, paragraph 2; claims 

1,3,6,19,12,15,16,18; examples 10,11 


• 1-3, 
13-17, 
20,21, 
37,39 








-/~ 




| X | Further documents are listed in thecontlnuation of box C. [X | Patent family members are listed in annex. 


° Special categories of cited documents : 

"T" later document published after theintemational filing date 
•a- rw,,rr^t H^i™™ » ha c^t« fV , oor4 ..x,.^ : „ ^ or priority date and not in conflict with theapplication but 
A d £n™e",^ lSb. 9 SS f efi« a °nce ear1 *** " ™* °' * e 

" E " MlinQ d a atB Umen ' bU ' P " 0Usnea 0n 0f after "^international . x . aZumZ " of particular relevance: the claimed invention 

9 cannot be considered novel or cannot be considered to 
"L" document which may throw doubts on priority caim(s) or involve an inventive step when the document is taken alone 

rt^n^^S^^^S^^n^? ° f an0th6r " Y " document of particular relevance; the claimed invention 
citation or other special reason (as specified) cannot be c £ nsldered t0 involve an inventive step when the 

"0" document referring to an oral disclosure, use. exhibition or document is combined with one or more othersuch docu- 
other means ments, such combination being obvious to a person skilled 

"P" document published prior to the internationalfiling date but in tne art - 

later than the priority date claimed - & - document member of thG same patent family 
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Category 0 
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Relevant to claim No. 
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NAKADA Y ET AL: "LONG-CIRCULATING 
NANOPARTICLES USING BIODEGRADABLE ABA 
TRIBLOCK COPOLYMERS CONTAINING 
POLY(L-LACTIC ACID) A-BLOCKS ATTACHED TO 
CENTRAL POLY(OXYETHYLENE) B-BLOCKS" 
PHARMACEUTICAL SCIENCES, LONDON, GB, 
vol. 3, no. 10, October 1997 (1997-10), 
pages 479-481, XP000783648 
ISSN: 1356-6881 
the whole document 


1-3, 

13-21, 

37-39,41 


X 


RYU 0AE-G0N ET AL: "Clonazepam release 

from core-shell type nanoparticles of 

po ly( eps i 1 on-caprol actone )/poly( ethyl ene 

glycol )/poly(epsi lon-caprola ctone) 

tri block copolymers" 

INTERNATIONAL JOURNAL OF PHARMACEUTICS 

(KIDLINGTON), 

vol. 200, no. 2, 10 May 2000 (2000-05-10), 
pages 231-242, XP002257858 
ISSN: 0378-5173 

page 232, right-hand column, paragraph 3 
-page 233, left-hand column, paragraph 2 
page 235, left-hand column, last paragraph 
-right-hand column, paragraph 1 


1-3,13, 
15-17, 
20,21, 
37-39 


X 


PANOYAN AVEDIS, HILDGEN PATRICE: 
"Vecteurs polymeriques injectables pour 
1 'admini strati on des anticancereux" 
CONGRES DE L'ACFAS 2000 - COMMUNICATION 
PRESENTEE AU CONGRES, 'Online! page 1 
XP002257860 

Retrieved from the Internet: 

<URL: http://www.acfas.ca/congres/congres68 

/S1080.htm> 'retrieved on 2003-10-14! 

Last modified: 20-3-2002 

the whole document 


1-3, 

13-21, 

37-39 


X ' 


US 6 007 845 A (GREF RUXANDRA ET AL) 
28 December 1999 (1999-12-28) 

column 3, line 66 -column 4, line 22 
column 6, line 63 -column 7, line 11 
column 9, line 19 - line 39 
column 12, line 65 -column 13, line 4 
claims 6,8,10,11,13,14,20,24,26,28,29; 
example 20 


1,3, 
13-15, 
17-21, 
. 37,39,40 
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